TUESDAY,  MAY  28,  1974 
WASHINGTON,  D.C. 


Volume  39  ■  Number  103 

PART  IV 


DEPARTMENT  OF 
HEALTH, 

EDUCATION,  AND 
WELFARE 

Food  and  Drug  Administration 


PROPOSED 
MANUFACTURING 
PRACTICE  FOR  BLOOD 
AND 

BLOOD  COMPONENTS 


18614 


PROPOSED  RULES 


DEPARTMENT  OF  HEALTH, 
EDUCATION,  AND  WELFARE 
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BiOLOGlCAL  PRODUCTS 

Current  Good  Manufacturing  Practice  for 
Blood  and  Blood  Components 

Human  blood  Is  a  priceless  natural  re¬ 
source.  Blood  transfusion  and  other  blood 
product  therapy  is  the  most  developed 
and  widely  utilized  form  of  human  tissue 
transplant.  It  is  estimated  that  over  nine 
million  imits  of  whole  blood  for  trans¬ 
fusion  were  collected  in  this  country  last 
year.  In  addition,  approximately  two  mil¬ 
lion  liters  of  plasma  are  processed  an¬ 
nually  in  the  manufactvu'e  of  blood 
products. 

Although  blood  is  often  a  life-saving 
drug,  hepatitis,  a  serious  post-transfusion 
disease  transmitted  to  a  recipient  by  the 
blood  of  the  donor,  has  been  and  contin¬ 
ues  to  be  a  source  of  dangerous  infectkm 
to  hiunan  beings  who  receive  blood  and 
blood  component  therapy.  Approximately 
3,000  deaths  and  more  than  20,000  overt 
cases  of  illness  have  been  estimated  to 
have  been  caused  by  the  transfusion  of 
hepatitis-carrying  blood  in  this  coimtry 
annually.  Moreover,  many  more  unap- 
parent  (subclinical)  cases  of  hepatitis  in¬ 
fection,  thought  to  outnumber  overt  cases 
by  a  factor  of  at  least  five  to  one,  are 
caused  by  blood  transfusion.  These  un¬ 
detected  cases  constitute  a  particularly 
dangerous  public  health  hazard  since  in¬ 
fected  persons  may  unknowingly  trans¬ 
mit  the  disease  to  others.  The  great  dan¬ 
gers  existing  in  blood  therapy  make 
abundantly  clear  the  critical  need  for  the 
highest  standards  in  collecting,  process¬ 
ing,  storing  and  distributing  of  blood  to 
provide  the  most  complete  assurance  of 
consistently  high  quality.  Therefore,  the 
Commissioner  of  Food  and  Drugs  is 
hereby  publishing  this  notice  of  proposed 
rulemaking  for  current  good  manufac¬ 
turing  practices  (GMP)  for  blood  and 
blood  components. 

The  promulgation  of  standards  for 
these  biological  drugs  is  part  <rf  an  exist¬ 
ing  effort  to  increase  the  quality  of  blood 
related  health  care  in  this  country.  Pur¬ 
suant  to  the  findings  of  a  special  Task 
Force  in  Blood  Banking,  the  Secretary  of 
Health,  Education,  and  Welfare  has  es¬ 
tablished  a  cmnprehensive  National 
Blood  Policy.  One  of  the  fundamental 
methods  prescribed  by  the  Secretary  to 
implement  the  policy  is  to  “employ  the 
full  regulatory  authorities  now  vested  in 
the  Federal  Government  •  *  •  for  the 
purpose  of  assuring  uniform  adherence 
to  the  highest  attainatde  standards  of 
practice  in  blood  banking,  including 
plasmapheresis  and  plasma  fractiona¬ 
tion.”  On  January  31, 1973,  the  Commis¬ 
sioner  of  Food  and  Drugs  published  in 
the  Federal  Register  (38  FR  2965)  a 
regulation  requiring  the  registration  of 
all  blood  banks  and  other  firms  ccdlect- 
ing,  manufacturing,  preparing,  or  proc¬ 
essing  human  blood  or  blood  products 
pursuant  to  section  510  (tf  the  Federal 
Food,  Drug,  and  Cosmetic  Act.  At  that 
time,  the  Commissioner  announced  that 


information  derived  from  blood  bank 
registration  would  be  used  in  implement¬ 
ing  necessary  standards  for  impcxxve- 
ment  of  the  nation’s  blood  system  and 
that  uniform  national  regulation  may  be 
required. 

A.  Blood  and  blood  components  in  in¬ 
terstate  commerce.  Blood  and  blood  com¬ 
ponents  are  biological  products  subject  to 
regulation  pursuant  to  the  Public  Health 
Service  Act  (42  U.S.C.  262)  and  are  drugs 
as  defined  in  the  Federal  Food,  Drug, 
and  COsmeUc  Act  (21  UB.C.  321(g)  (1) ). 

Blood  and  blood  components  are  used 
in  the  diagnosis,  prevention,  treatment 
and  cure  of  disease  In  man  and  thus 
come  directly  within  the  definition  of  a 
drug  as  set  forth  in  section  201(g)  (1)  (B) 
of  the  Federal  Food.  Drug,  and  Cosmetic 
Act.  Blood  is  also  a  drug  as  defined  by 
section  201(g)(1)(A)  of  the  act  since 
blood  is  recognized  in  the  current  edlticm 
of  the  official  United  States  Pharmaco^ 
peia.  Every  Federal  court  which  has  con¬ 
sidered  the  classification  of  blood  has 
held  that  blood  is  a  drug  within  the 
meaning  of  the  Federal  Food,  Drug,  and 
Cosmetic  Act.  United  States  v.  (Tsdise, 
217  F.  SUM).  705  (SJ).  N.Y.,  1962); 
United  States  v.  An  article  of  drug 

*  *  •  Bacto-Unidisk,  392  F.2d  21  (C.A. 
6,  1968),  reversed  on  other  grounds  394 
U.S.  784  (1969) ;  Blank  v.  United  States, 
400  F.2d  302  (C.A.  5,  1968)  where  the 
Court  held  that  blood  was  a  misbranded 
drug  but  was  not  a  biologic  within  the 
meaning  of  the  Public  Health  Service 
Act  as  then  written.  Congress  subse¬ 
quently  amended  the  biologies  law. 

Since  blood  and  blood  components  are 
drugs,  they  must  meet  all  statutory  re¬ 
quirements  of  the  Federal  Food,  Drug, 
and  Cosmetic  Act  and  are  subject  to  the 
full  extent  of  regulation  pursuant  to  all 
provisions  of  the  act.  The  jurisdiction 
of  the  act  is  not  limited  to  situations 
where  the  drug  Itself  has  been  or  is  to 
be  introduced  into  interstate  commerce. 
Consistent  with  section  201(g)  (1)  (D)  of 
the  act,  if  one  of  a  drug’s  essential  com¬ 
ponents  has  moved  in  interstate  com¬ 
merce  then  the  entire  drug  is  subject 
to  the  requirements  of  the  act  and  the 
•FDA  may  regulate  the  final  drug  prod¬ 
uct.  United  States  v.  40  Cases  •  •  • 
Pinocchio  Brand  *  *  •  Pm-e  Olive  Oil, 
289  F.  2d  343  (C.A.  2,  1961),  cert.  den. 
368  U.S.  831;  United  States  v.  39  Cases 

•  •  •  Michigan  Brand  Korleen  Tab¬ 
lets.  192  F.  Supp.  51  (E.D.  Mich.,  1961) . 
aff’d  sub  nom.  United  States  v.  Detroit 
Vital  Foods,  330  F.  2d  78  (C.A.  6.  1964) . 
cert.  den.  379  U.S.  832;  Palmer  v.  United 
States,  340  F.  2d  48  (C.A.  5,  1964) ,  cert, 
den.  382  U.S.  903.  If  a  drug  or  any  one  of 
its  essential  components  has  moved  in 
Interstate  commerce,  it  is  adulterated 
within  the  meaning  of  section  501(a)  (2) 
(B)  of  the  act  imless  it  has  been  manu¬ 
factured  in  conformity  with  current  good 
manufacturing  practice  to  assure  that  it 
is  safe  and  has  the  quality  and  purity  it 
purports  in  its  labeling  to  possess.  This 
provision  of  the  law,  as  well  as  the  gen¬ 
eral  regulations  promulgated  thereunder 
(21  CFR  Part  133) .  are  fully  applicable 
to  blood  and  blood  components.  See  21 
CTR  133.300(b).  In  addition  to  the  gen¬ 


eral  good  manufacturing  practice  regula- 
ttoDs  for  an  drugs,  the  Ck>mmlssioner 
may  prmnulgate  specific  regulations  for 
classes  of  drugs,  such  as  blood,  to  em- 
phastoe  the  specific  application  of  the 
general  QlfP  principles  to  such  drugs. 

AU  blood  and  blood  components  which 
are  offered  for  sale  in  interstate  com¬ 
merce  are  also  subject  to  section  351  of 
the  Public  Health  Service  Act  (42  UB.C. 
262).  All  manufacturers  must  have  a 
license  which  has  been  issued  upon  a 
showing  that  the  manufacturing  estab¬ 
lishment  and  Its  products  meet  all  appU- 
oable  standards,  prescribed  in  the  bio¬ 
logies  regulations,  designed  to  insure  the 
continued  safety,  purity,  and  potency  of 
the  blood. 

Pursuant  to  section  351(d)  of  the  Pub¬ 
lic  Health  Service  Act.  regulations  have 
been  promulgated  to  assure  proper  man¬ 
ufacturing  procedures,  testing,  and  la¬ 
beling  for  many  biological  products  in¬ 
cluding  licensed  blood  products  such  as 
Whole  Blood  (Human) ,  Red  Blood  Cells 
(Human)  and  Source  Plasma  (Human) . 

It  is  clear  that  these  provisions  of  the 
Public  Health  Service  Act  specifically 
authorize  the  priHnulgatlon  of  good  man¬ 
ufacturing  practice  regulations  for  all 
licensed  blood,  that  is,  blood  to  be  of¬ 
fered  fm*  sale  in  interstate  commerce. 

B.  Blood  and  blood  components  in  in¬ 
trastate  commerce.  It  is  imperative  that 
bldbd  and  its  components  be  collected, 
processed,  and  stored  to  minimize  the 
dangens  of  the  spread  of  hepatitis  in 
blood  based  therapy.  This  is  a  major  im¬ 
petus  to  promulgate  current  good  manu¬ 
facturing  practice  regulations  for  .blood 
banking.  Adherence  to  basic  collection 
and  manufacturing  procedures  builds 
quality  cimtrol  into  the  production  sys¬ 
tem  Itself  and  thus  significantly  pro¬ 
motes  this  purpose. 

Pursuant  to  section  361  of  the  Public 
Health  Service  Act  (42  U.S.C.  264)  and 
under  authority  delegated  to  him  (21 
CPR  2.120),  the  Commissioner  of  Pood 
and  Drugs  is  authorized  to  promulgate 
regulations  for  any  measures  which,  in 
his  judgment,  may  be  necessary  to  pre¬ 
vent  the  introduction,  transmission,  or 
spread  of  blood  related  communicable 
disease  from  one  state  to  another.  This 
authority  is  designed  to  eliminate  the 
introduction  of  communicable  disease, 
such  as  hepatitis,  from  one  state  to  an¬ 
other.  Of  necessity,  therefore,  this  au¬ 
thority  must  be  exercised  upon  the  dis¬ 
ease  causing  substance  within  the  state 
where  it  is  collected,  manufactured,  or 
otherwise  fotmd.  Thus,  the  Commissioner 
may  promulgate  current  good  manufac¬ 
turing  practice  regulations  for  intrastate 
blood  banking,  pursuant  to  the  act,  as 
hepatitis  is  a  communicable  disease. 
Without  pn^Tor  controls,  it  is  likely  to 
spread  on  an  Interstate  basis.  Human 
blood  is  a  significant  source  of  hepatitis 
and  other  communicable  diseases,  and, 
if  not  cdllected,  processed  and  dis¬ 
tributed  imder  appropriate  standards, 
may  contaminate  the  product.  Approxi¬ 
mately  ten  states  have  Inspection  or  li¬ 
censing  provisions  with  respect  to  the 
collection  and  processing  of  blood  and 
blood  components.  The  Commissioner 
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finds  these  programs  are  inadequate 
to  keep  blood  containing  hepatitis 
virus  from  the  channels  of  interstate 
commerce. 

The  Commissioner  concludes  that  this 
provision  of  the  Public  Health  Service 
Act  provides  sufficient  authority  for  the 
promulgation  of  regulations  which  are 
necessary  and  proper  to  assure  that  hu¬ 
man  blood  in  interstate  commerce  is 
handled  so  as  to  be  safe  for  use  in  man. 
This  authority,  together  with  the  re¬ 
quirements  imder  the  Federal  Food, 
Drug,  and  Cosmetic  Act,  that  all  chan¬ 
nels  of  commerce  be  kept  free  of  blood 
and  blood  components  which  are  adul¬ 
terated  after  the  shipment  of  one  or 
more  of  their  essential  components  in 
interstate  commerce,  mandates  that 
where  the  public  health  is  concerned, 
all  appropriate  regulatory  action  be 
pursued. 

To  utilize  the  full  public  protection 
measiues  provided  in  section  361  of  the 
Public  Health  Service  Act,  the  Commis¬ 
sioner  is  considering  a  proposal  for  spe¬ 
cific  regtoatory  procedures  to  implement 
his  authority  to  destroy  any  infected  or 
contaminated  articles,  wherever  found 
(42  CFR  72.3) .  These  measures  will  bring 
this  provision  of  the  Public  Health  Serv¬ 
ice  Act,  which  the  Commissioner  is  au¬ 
thorized  to  enforce  in  the  area  of  blood, 
into  greater  conformity  with  the  seizure 
and  condemnation  provisions  of  the  Fed¬ 
eral  Food,  Drug,  and  Cosmetic  Act  (21 
U.S.C.  334). 

In  addition  to  the  authority  of  section 
361  of  the  Public  Health  Service  Act,  the 
Conunlssioner  notes  that  the  1962  Drug 
Amendments,  in  which  both  the  require¬ 
ment  of  current  good  manufacturing 
practices  and  registration  of  intrastate 
drug  facilities  were  added  to  the  Federal 
Food.  Drug,  and  Cosmetic  Act,  constitute 
a  Congressional  finding  and  declaration 
that  the  products  of  all  dnig  manufac¬ 
turing  establishments  “are  likely  to  enter 
the  channels  of  interstate  commerce  and 
directly  affect  such  commerce”  (section 
301,  Pub.  L.  87-781) .  Recognition  by  Con¬ 
gress  of  this  pragmatic  principle  of  pub¬ 
lic  health  further  establishes  the  pro¬ 
priety  of  uniform  standards  for  blood 
banking,  whether  or  not  a  particular  es¬ 
tablishment  directly  introduces  its  blood 
or  blood  component  into  interstate 
commerce. 

The  proposed  regtilations  include  re¬ 
quirements  for  complete  and  truthful 
labeling  for  all  blood  and  blood  com¬ 
ponents.  Clearly,  blood  and  blood  com¬ 
ponents  which  move  in  interstate  com¬ 
merce  are  subject  to  all  the  misbranding 
provisions  of  the  Federal  Food,  Drug, 
and  Cosmetic  Act,  particularly  section 
502(a),  which  provides  that  a  drug  Is 
misbranded  if  its  labelling  is  false  or 
misleading  in  any  partlciUar.  In  addition, 
section  351  (b)  of  the  Public  Health  Serv¬ 
ice  Act  prohibits  the  false  labeling  or 
marking  of  any  package  or  container  of 
any  biological  product  such  as  blood.  The 
false  labeling  provisions  of  both  acts  were 
designed  to  accomplish  substantially  the 
same  result  and  the  Commissioner  con¬ 
cludes  that  they  should  be  so  interpreted 
and  applied.  Significantly,  section  351(b) 


contains  no  interstate  commerce  re¬ 
quirement.  It  applies  to  all  blood  whether 
or  not  it  has  moved  m:  is  offered  tor  sale 
in  interstate  commerce.  United  States 
V.  Calise,  217  F.  Supp.  705  (S.D.  N.Y., 
1962) ,  and  United  States  v.  Steinschrei- 
ber,  218  F.  Supp.  426  (S.D.  N.Y.,  1962), 
219  F.  Supp.  373  (S.D.  N.Y,  1963),  afTd 
326  F.  2d  759  (C.A.  2,  1964),  cert.  den. 
376  UH.  962.  These  statutory  provisions 
authorize  standards  for  labeling  for  aU 
blood  and  blood  components. 

The  Commissioner  is  developing  and 
enforcing  a  comprehensive  regulatory 
program  over  a  particular  class  of  drugs, 
namely,  blood  and  blood  components. 
These  proposed  current  good  manufac¬ 
turing  practice  regulations  for  both 
inter-  and  intrastate  blood  banking  will 
assure  thorough,  uniform  and  efficient 
enforcement  of  the  law.  Such  regffia- 
tions  are  within  the  broad  Congressional 
mandate  to  pursue  the  high  remedial 
public  health  piupose  of  both  the  Federal 
Food,  Drug,  and  Cosmetic  Act  and  the 
Public  Health  Service  Act.  The  Supreme 
Court  has  recently  reaffirmed  that  it  is 
“implicit  in  the  regulatory  scheme”  for 
the  Food  and  Drug  Administration  to 
pmsue  a  comprehensive,  industry-wide 
regulatory  program  for  a  particular  class 
of  drugs  “for  the  achievement  of  the 
agency’s  iiltimate  pinT)oses.”  Weinberger 
V.  Bentex  Pharmaceuticals,  Inc.,  412  U.S. 
655  (1973).  The  regulatory  scheme  that 
the  Commissioner  is  pledged  to  enforce 
includes  not  only  the  Federal  Food,  Drug, 
and  Cosmetic  Act  and  the  Public  Health 
Service  Act  but  any  consistent  amalga¬ 
mation  of  both  statutes. 

These  proposed  current  good  manufac¬ 
turing  practices  will  apply  to  all  blood 
banks,  transfusion  facilities,  plasma¬ 
pheresis  centers,  compatibility  testing 
establishments  and  any  facility  which 
processes  blood  or  blood  components  re¬ 
gardless  of  whether  they  are  intended 
for  interstate  or  intrastate  commerce. 
The  regulations  are  designed  to  assure 
the  production  of  blood  and  blood  com¬ 
ponents  of  uniform  high  quality 
throughout  the  nation.  Adherence  to  the 
prescribed  standards  by  the  numerous 
plasmapheresis  centers  throughout  the 
coimtry  will  not  only  insme  the  availa¬ 
bility  of  good  quality  plasma  for  further 
manufactiu-ing,  but  will  also  protect 
plasma  donors  from  exploitation. 

Pertinent  backgroimd  data  and  in¬ 
formation,  as  follows,  on  which  the  Com¬ 
missioner  relies  in  proposing  this  regu¬ 
lation  are  on  public  display  in  the  office 
of  the  Hearing  Clerk,  Food  and  Drug 
Administration,  Room  6-86,  5600  Fishers 
Lane,  Rockville,  MD  20852. 

1.  Perkins,  H.  A.,  Schmid,  R.,  and  Vyas, 
G.  N.  “Hepatitis  and  Blood  Transfusion,” 
Proceedings  of  a  Symposium  at  the  Uni¬ 
versity  of  California,  San  Francisco, 
March  25-26, 1972:  Grune  and  Stratton, 
Inc.,  New  York,  NY. 

2.  “National  Heart  and  Lung  Institute 
(NHLI)  Blood  Resource  Studies”:  De¬ 
partment  of  Health,  Education,  and  Wel¬ 
fare  PubUcation  No.  (NIH)  73-416, 
June  30,  1972. 

3.  “National  Blood  Policy,”  Informa¬ 
tional  Material  distributed  at  Federal 


Focus  on  Health  Seminar,  1973  (Unpub¬ 
lished). 

4.  Transcript  of  the  Proceedings:  Sec¬ 
retary's  (DHEW)  Conference  on  Im¬ 
plementation  of  the  National  Blood 
Policy,  September  24,  1973.  (Unpub¬ 
lished). 

5.  Transcript  of  the  Proceedings:  Sec¬ 
retary’s  (DHEW)  Conference  on  Imple¬ 
mentation  of  the  National  Blood  Policy, 
October  29,  1973  (Unpublished) . 

6.  “Registration  of  Blood  Banks  and 
Other  Firms  Collecting,  Manufacturing, 
Preparing,  or  Processing,”  published  in 
the  Federal  Register,  VoI.  38,  No.  20  (38 
FR  2965),  January  31,  1973. 

7.  “Standards  for  jBlood  Banks  and 
Transfusion  Services,”  American  As¬ 
sociation  of  Blood  Banks,  Washington, 
DC,  6th  Ed.  1971-72,  20th  Century  Press, 

/Chicago,  Hi. 

8.  “Post-transfusion  Hepatitis  (Cases, 
Deaths,  and  Costs),”  Conference  on  the 
National  Blood  Policy  (DHEW),  1973 
(Unpublished) . 

9.  “Summary  of  State  Blood  Bank  Leg¬ 
islation  and  Programs,”  submission  of 
data  to  the  Food  and  Drug  Administra¬ 
tion,  August  1972  (Unpublished). 

Therefore,  piu^wuit  to  provislims  of 
the  Federal  Food,  Drug,  and  Cosmetic 
Act  isecs.  201,  501,  502,  510,  701,  52  Stat. 
1040  as  amended,  52  Stat.  1049-1050  as 
amended  by  76  Stat.  780,  76  Stat.  794  as 
amended,  52  Stat.  1055-1056  as  amended, 
and  sec.  301  of  Pub.  L.  87-781;  (21  U.S.C. 
321,  351,  352,  360  and  note,  and  371)), 
the  Public  Health  Service  Act  (secs.  351 
and  361, 58  Stat.  702  and  703  as  amended; 
(42  U.S.C.  262  and  264)),  and  the  Ad¬ 
ministrative  Procedtire  Act  (secs.  4  and 
10,  60  Stat.  238  and  243,  as  amended; 
5  U.S.C.  553,  702,  703,  704)  and  under 
authority  delegated  to  him  (21  CFR 
2.120),  the  Commissioner  proposes  that 
Chapter  I  of  Title  21,  Code  of  Federal 
Regulations  be  amended  in  Subchapter  F 
by  adding  thereto  a  new  Part  606  as 
follows: 

PART  606— CURRENT  GOOD  MANUFAC¬ 
TURING  PRACTICES  FOR  BLOOD  AND 
BLOOD  COMPONENTS 

Subpart  A — Ganaral  Provisions 

Sec. 

606.3  Definitions. 

Subpart  8 — Manufacturing  Practices  and 
Procedures 

606.10  Facilities. 

606.11  Equipment. 

606.12  Materials. 

606.15  Standard  <^rating  procedures. 

606.16  Plasmapheresis. 

606.17  OompatibUity  testing. 

606.18  LabOTatory  controls. 

606.19  Personnel. 

Subpart  C — Labeling 
606.30  Labeling. 

Subpart  D — Records  and  Reports 

606.40  Records. 

606.41  Distribution  procedures  and  records. 
606.45  Adverse  reaction  file. 

Authokitt:  Secs.  201,  501,  502,  510,  701,  62 
Stat.  1040  as  amended,  52  Stat.  1049-1050 
as  amended  by  76  Stat.  780,  76  Stat.  794  as 
amended,  52  Stat.  1065-1056  as  amended; 
21  UA.C.  321,  361,  352,  360,  371.  Sec.  301,  76 
Stat.  793  (21  nJS.O.  360  note).  Secs.  351, 
361,  58  Stat  702-703  as  amended;  42  n.S.C. 
262, 264. 
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SubpartA — General  Provisions 
§  606.3  Definitions. 

As  tised  tn  this  part: 

(a)  ‘^lood”  meaiis  whole  human 
blood  collected  from  a  single  dcmor  and 
procesesd  either  for  transfusion  or  fur¬ 
ther  manufactiudng. 

(b)  “Unit”  means  the  volume  of  blood 
or  one  of  Its  comp<ments  In  a  sxiltable 
volume  of  anticoagulant  obtained  from 
a  single  collection  of  blood  from  one 
donor. 

(c)  “Component”  means  that  part  of 
a  single-donor  unit  of  blood  separated 
by  physical  or  mechanical  means. 

(d)  “Plasma  for  further  manufactur¬ 
ing”  means  that  liquid  portion  of  blood 
separated  and  used  as  material  to  pre¬ 
pare  another  product. 

(e)  “Plasmapheresis”  means  the  pro¬ 
cedure  in  which  blood  is  removed  from 
the  donor,  the  plasma  separated  from  the 
formed  elements,  and  at  least  the  red 
cells  returned  to  the  donor.  This  process 
may  be  immediately  repeated,  cmce. 

(f)  “Facilities”  includes  any  area 
used  for  the  collection,  processing,  stor¬ 
age,  distribution  or  compatibility  testing 
of  blood  and  blood  components. 

(g)  “Processing”  means  any  step,  in¬ 
cluding  collecting  and  compatibility  test¬ 
ing,  in  the  preparation  of  a  unit  of  blood 
or  blood  components  for  transfusion  or 
further  manufacturing. 

(h)  “Compatibility  testing”  (some¬ 
times  referred  to  as  “cross-matching”) 
means  the  in  vitro  processing  performed 
on  a  unit  of  blood  or  blood  components  to 
establish  the  serological  matching  of  a 
donor’s  blood  or  bl(x>d  components  with 
that  of  a  potential  recipient. 

Subpart  B — Manufacturing  Practices  and 
Procedures 

§  606.10  Facilities. 

The  facilities  shall  be  maintained  in  a 
clean  and  orderly  manner,  and  shall  be 
of  suitable  size,  construction,  and  loca¬ 
tion  to  facilitate  adequate  cleaning, 
maintenance,  and  proper  operations.  The 
faculties  shall: 

(а)  Provide  adequate  space  for  the 
following  when  applicable: 

(1)  Accurate,  complete  and  personal¬ 
ized  screening  of  individuals  to  deter¬ 
mine  their  sultabUlty  to  serve  as  blood 
donors. 

(2)  Withdrawal  of  blood  from  donors 
with  minimal  risk  of  contamination,  or 
exposure  to  imrelated  activities  and 
equipment. 

(3)  Quarantine  storage  of  blood  or 
blood  components  pending  completion  of 
tests  and  of  crossmatched  bloods. 

(4)  Storage  of  finished  products 
ready  for  distribution. 

(5)  Storage  of  products  not  suitable 
for  use  or  distribution,  or  unsuitable  re¬ 
agents  prior  to  discarding  to  preclude 
the  possibUity  of  their  use. 

(б)  Processing  of  blood  and  blood 
components  in  work  areas  arranged  in 
an  orderly  manner  so  as  to  avoid  con¬ 
tamination  of  the  product. 

(7)  The  proper  performance  of  all 
steps  in  plasmapheresis. 


(8)  Packaging,  labeling  and  other  fin¬ 
ishing  operatloDa. 

(b)  Provide  adequate  lighting  and 
ventilation,  and  screening  of  open  win¬ 
dows  and  doors. 

(c)  Provide  adequate  handwashing 
facilities  in  work  areas,  and  convenient 
toUet  facilities  for  (kmors  and  personnel. 
Drains  shaU  be  of  adequate  size  and. 
where  connected  directly  to  a  sewer,  shaU 
be  equipped  with  traps  to  prevent  back- 
siphonage. 

(d)  Provide  for  safe  and  sanitary  dis¬ 
posal  of  trash  and  items  used  during 
the  processing  of  blood  and  blcxxl 
components. 

§  606.11  Equipment. 

Equipment  used  for  the  processing, 
storage,  and  distribution,  of  blood  and 
blood  components,  shall  be  maintained 
in  a  clean  and  orderly  manner,  and  shall 
be  located  so  as  to  facilitate  cleaning  and 
m;  mtenance.  The  equipment  shall  be 
calibrated  or  tested  on  a  regularly  sched¬ 
uled  basis  to  determine  that  it  is  {per¬ 
forming  within  the  range  of  accuracy 
for  which  it  was  designed,  and  wiUiin  the 
official  requiremmts.  Equipment  which  is 
employed  for  the  sterilization  of  mate¬ 
rials  used  in  processing  procedures  shall 
be  designed,  maintained  and  utilized  so 
as  to  insure  the  destruction  of  contami¬ 
nating  micr(x>rganisms.  The  effectiveness 
of  the  sterilization  procedure  shall  be  no 
less  than  that  achieved  by  an  attained 
temperature  of  121.5*  C.  maintained  for 
20  minutes  by  saturated  steam  or  by  an 
attained  temperatvire  of  170*  C.  main¬ 
tained  for  two  hours  with  dry  heat. 

§  606.12  Materials. 

All  materials  used  in  the  processing, 
storage  and  distribution  of  blood  and 
blood  components  shall  be  stored  and 
handled  in  a  safe,  sanitary,  and  orderly 
manner. 

(a)  All  surfaces  that  come  in  contact 
with  blood  and  blood  comp<ments  in¬ 
tended  for  transfusion  shall  be  sterile, 
pyrogen-free,  and  shall  not  interact  with 
the  products  in  such  a  manner  as  to 
have  an  adverse  effect  upon  the  safety, 
purity,  potency,  or  effectiveness  of  the 
product.  All  final  containers  and  clo¬ 
sures  for  blood  and  blood  components 
not  intMided  for  transfusion  shall  be 
clean  and  free  of  surface  solids  and 
other  contaminants  and  shall  be  made 
of  material  which  will  not  interact  with 
the  ccmtents  ih  such  a  manner  as  to 
have  an  adverse  effect  upon  the  safety, 
purity,  potency,  or  effectiveness  of  the 
product. 

(b)  Each  blood  collecting  container, 
and  its  satellite  container,  if  any,  shall 
be  examined  visually  for  damage  or  evi¬ 
dence  of  contamination  prior  to  its  use. 
Such  examination  shall  include  inspec¬ 
tion  for  breakage  of  seals  when  indi¬ 
cated,  and  discol(Nrati(m.  Where  any  de¬ 
fect  is  observed,  the  container  shall  not 
be  used. 

(c)  Repres^tative  samples  of  solu¬ 
tions  or  reagents  liable  to  contamination 
or  to  changes  in  concentration  shall  be 
tested  on  a  regularly  scheduled  basis  by 
a  method  designed  to  determine  their 


freedom  from  bacteria  and/or  their ' 
strength  in  order  to  assure  conformance 
with  apidlcable  specifications. 

(d)  Appropriate  records  for  the  pri¬ 
mary  materials  used  in  processing  Rh«.n 
be  maintained  and  shall  include: 

(1)  The  identic  of  the  material, 
name  of  the  supplier  (manufacturer), 
the  lot  munber,  the  expiration  date,  and 
the  date  of  receipt. 

(2)  The  relaticm  of  lot  numbers  of 
materials  used  to  specific  lots  or  units  of 
the  final  product. 

(3)  Examinations  and  tests  per¬ 
formed  on  the  materials,  including  re¬ 
jected  materials  and  their  disposition. 

(e)  Processing  materials  prepared  at 
the  facilities  shall  be  tested  for  strength 
or  potency  where  apprc^riate  on  a  regu¬ 
larly  schooled  basis.  For  any  materials 
which  require  sterilization,  records  iden¬ 
tifying  the  date,  temperature,  time  and 
mode  of  sterilization  shall  be  maintained 
and  such  records  shall  relate  the  mate¬ 
rials  to  particular  imlts  of  final  product. 

(f)  Materials  used  in  processing  shall 
be  stored  in  such  a  manner  that  the 
oldest  is  used  first. 

(g)  Materials  used  in  pr(x;essing  shall 
be  used  in  a  manner  consistent  with  in¬ 
structions  provided  by  the  manufac¬ 
turer. 

(h)  Items  that  are  required  to  be  ster¬ 
ile  'and  come  in  cmitact  with  bl(xxl 
should  be  disposable  wherever  possible. 

§  606.15  Standard  fq>erating  procedurcfl. 

(a)  In  all  instances,  except  clinical 
investigations,  standard  operating  pro¬ 
cedures  mtist  comply  with  the  Food  and 
Drug  Administration’s  published  addi¬ 
tional  standards  in  Part  640  of  this 
chapter  for  the  product(s)  being  proc¬ 
ess^. 

(b)  WrittMi  standard  operating  pro¬ 
cedures  shall  be  maiatained  for  all  steps 
to  be  followed  in  the  processing,  stor¬ 
age  and  distribution  of  blood  and  blood 
components.  Such  procedures  shall  be 
available  to  the  persmmel  for  use  in  the 
areas  where  the  preceding  are  per¬ 
formed  imless  this  is  impractical.  TTie* 
written  operating  procedures  shall  in¬ 
clude,  but  are  not  limited  to,  descrip- 
timis  of  the  following  when  applicable: 

(1)  Criteria  used  to  determine  donor 
suitability  Including  acceptable  medical 
history  criteria. 

(2)  Methods  of  performing  donor 
qualifsring  tests  and  measurements,  in- 
dudliig  minimum  and  maximum  values 
for  a  test  or  procedure  when  a  factor  in 
determining  acceptability. 

(3)  Solutions  and  method  used  to  pre¬ 
pare  the  site  of  phlebotomy  to  give  maxi¬ 
mum  assurance  of  a  sterile  (X)ntalner  of 
blood. 

(4)  Meth(xi  of  accurately  relating 
product(s)  to  donor. 

(5)  Blood  collection  procedure  includ¬ 
ing  in-process  precautions  taken  to  accu¬ 
rately  measure  quantity  of  blood  removed 
from  donor. 

(6)  Methods  of  component  prepara¬ 
tion,  including  any  time  restrictions  for 
specific  steps  in  processing. 

(7)  AH  tests  performed  on  blood  and 
blood  components,  including  testing  for 
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hepatitis  B  antigen  using  licensed 
reagents. 

(8)  Compatibility  testing,  when  ap¬ 
plicable,  including  precautions  to  be 
taken  to  accurately  identify  recipient 
blood  samples  and  cross-matched  donor 
units. 

(9)  Storage  temperatures  and  meth¬ 
ods  of  controlling  storage  temperatures 
for  all  blood  products  and  reagents. 

(10)  Length  of  expiration  dates  as¬ 
signed  for  all  final  products. 

(11)  Criteria  for  determining  that  re- 
tiimed  blood  is  suitable  for  reissue. 

(12)  Distribution  records  including 
the  procedures  used  for  relating  a  unit 
of  blood  or  blood  component  from  the 
donor  to  its  final  disposition. 

(13)  Quality  control  procedures  for 
processing  materials  or  reagents. 

(14)  Schedules  and  procedures  for 
^uipment  maintenance  and  calibration. 

(15)  Labeling  procedures,  including 
safeguards  to  avoid  labeling  mixups. 

(16)  Procedure  of  plasmapheresis,  if 
to  be  performed,  including  precautions  to 
be  taken  to  insure  reinfusion  of  the  do¬ 
nor’s  own  cells. 

(c)  All  records,  maintained  pursuant 
to  these  regulations,  shall  be  reviewed 
prior  to  the  release  or  distribution  of  a 
lot  or  unit  of  final  product.  A  thorough 
Investigation  of  any  imexplalned  discrep¬ 
ancy  or  the  failure  of  a  lot  or  unit  to  meet 
any  of  its  specifications  shall  be  under¬ 
taken.  A  written  record  of  the  investiga¬ 
tion  shall  be  made  and  shall  include  the 
conclusions  and  followup. 

(d)  In  addition  to  the  requirements  of 
this  subpart  and  in  conformity  with  this 
section,  any  facility  may  utilize  existing 
standard  operating  procedures  such  as 
the  manuals  of  the  following  organiza¬ 
tions,  as  long  as  such  specific  procedures 
are  consistent  with  and  at  least  as  strin¬ 
gent  as  the  requirements  contained  in 
this  part. 

(1)  American  Association  of  Blood 
Banks. 

(2)  American  National  Red  Cross. 

(3)  Other  organizations  or  individual 
blCKXl  banks,  subject  to  approval  by  the 
Director,  Bureau  of  Biologies. 

§  6G6.16  Plasmapheresis. 

(a) 'Plasmapheresis  may  be  used  as 
the  method  of  collecting  blood  for  the 
preparation  of  components  for  injection 
or  plasma  for  further  manufacturing. 
Processing  of  products  obtained  by  plas¬ 
mapheresis  and  not  subject  to  the  addi¬ 
tional  standards  for  Source  Plasma  (Hu¬ 
man)  shall  include  at  a  minimum  the 
following: 

(1)  A  written  informed  donor  consent. 

(2)  An  initial  medical  examination  of 
the  donor  no  more  than  one  week  prior 
to  first  donation. 

(3)  A  donor  eligibility  requirement  of 
a  total  serum  protein  of  no  less  than 
6.0  grams  per  100  milliliters  of  serum, 
and  a  weight  of  at  least  110  poimds. 

(4)  A  serum  protein  electrophoresis 
or  quantitative  immunodiffusion  test  for 
immunoglobulins  performed  on  a  sample 
of  donor’s  blood  taken  at  the  time  of  the 
first  donation  and  every  4  months 
thereafter. 


(5>  Medical  supervisiem  of  all  aspects 
of  the  procedure,  including  a  personal 
review  of  accumulated  laboratory  data, 
immunization  schedules,  and  collection 
records  at  4-month  intervals  to  deter¬ 
mine  continuing  suitability  of  the  donor. 

(b)  Blood  containers.  Blood  containers 
and  donor  sets  shall  be  pyrogen-free, 
sterile  and  identified  by  lot  niunber.  ’The 
amount  of  anticoagiUant  required  for 
the  quantity  of  blood  to  be  collected  shall 
be  in  the  blood  container  when  it  is 
sterilized. 

(c)  The  anticoagulant  solution.  ’The 
anticoagulant  solution  shall  be  sterile 
and  pyrogen-free.  One  of  the  following 
formulae  shall  be  used  in  the  indicated 
volumes: 

(1)  Anticoagulant  acid  citrate  dex¬ 
trose  solution  CACD) . 

Trl-sodluxn  citrate  (Na,C,-  22.0  grains. 
H,0,.2H„0) 

CJltrlc  acid  (CgHj07.HjO) ..  8.0  grams. 

Dextrose  24.5  grams. 

Wafer  for  Injection  (U.S.P.)  1,000  mlUlllters. 

to  make. 

Volume  per  100  milliliters  16  milliliters, 
blood. 

(2)  Anticoagulant  citrate  phosphate 
dextrose  solution  (.CPD) . 

Trl-sodlum  citrate  (NasCe-  26.3  grams 
H„0,2H„0) . 

Citric  acid  (CaHsOi’H^)  __  3.27  grams 

Dextrose  (C«Hi30«H20) _  25.6  grams 

Monobasic  sodium  phos¬ 
phate  (NaHiP04’H!0) _  2.22  grams 

Water  for  Injection  (U.S.P.)  1,000  mlUlllters 

to  make. 

Volume  per  100  milliliters  14  miUUlters 
blood. 

(3)  Anticoagulant  sodium  citrate 
solution. 

Trl-sodlum  citrate  (NasC*-  40.0  grams 
H,0,.2H,0). 

Water  for  Injection  (U.S.P.)  1,000  milliliters 

to  make. 

Volume  per  100  milliliters  10  mUlillters 
blood. 

(d)  ’The  following  limits  of  whole 
blood  withdrawal,  not  including  anti¬ 
coagulant,  shall  be  enforced : 

(1)  Donors  weighing  less  than  175 
pounds:  500  milliliters  may  be  removed 
at  one  time,  but  no  more  than  1,000  milli¬ 
liters  in  any  48-hour  period,  and  no  more 
than  2,000  milliliters  within  a  7-day 
period. 

(2)  Donors  weighing  175  pounds  or 
greater:  600  milliliters  may  be  removed 
at  one  time,  but  no  more  than  1,200  milli¬ 
liters  in  any  48-hour  period,  and  no  more 
than  2,400  milliliters  within  a  7-day 
period. 

(e)  The  plasma  shall  be  separated 
from  the  red  blood  cells  immediately 
after  collection,  and  the  maximmn  feasi¬ 
ble  volume  of  red  blood  cells  shall  be 
returned  to  the  donor  before  another  unit 

.  is  collected. 

(f)  The  following  exceptions  to  whole 
blood  donor  requirements  shall  be  per¬ 
mitted,  provided  that  the  final  product 
is  plasma  for  further  manufactiulng 
into  reagents  or  chemically  separated 
products. 

(1)  Blood  may  be  collected  frmn  a 
donor  who  has  received  an  immunizing 
antigen  derived  from  human  blood  with¬ 


in  the  preceding  6  months  provided  that 
Ihe  antigen  is  a  product  licensed  for  such 
purpose  or  one  specifically  approved  by 
the  Director,  Bureau  of  Biologies,  Food 
and  Drug  Administration. 

(2)  ’The  serological  test  for  syphilis 
shall  be  performed  initially  and  at  4- 
month  intervals.  A  donor  with  a  reactive 
serologic  test  for  syphilis  sh£dl  not  be 
plasmapheresed  again  imtil  his  serum  is 
non-reactive  to  a  serologic  test  for  syph¬ 
ilis,  except  for  those  donors  being  plas¬ 
mapheresed  for  plasma  to  be  used  for 
frniher  manufacturing  into  a  control 
serum  for  the  serologic  test  for  ssnphilis. 

(3)  A  history  of  malaria  or  suppressive 
therapy  shall  not  disqualify  a  donor. 

§  606.17  Compatibility  testing. 

Compatibility  testing,  if  performed, 
shaU  be  done  in  an  area  set  aside  for 
such  purpose  and  not  used  for  unrelated 
activities.  The  compatibility  testing 
standard  operating  procedures  shall  in¬ 
clude  the  following: 

(a)  A  method  of  collecting  and  iden¬ 
tifying  recipient’s  blood  samples  to  in- 
siue  positive  identification. 

(b)  The  use  of  fresh  serum  samples 
less  than  48  hours  old  for  all  compati¬ 
bility  testing. 

(c)  The  testing  of  the  donor’s  cells 
with  the  recipient’s  serum  (major  cross¬ 
match)  by  a  method  that  will  demon¬ 
strate  both  agglutinating  and  coating 
antibodies,  which  shall  include  the  anti¬ 
globulin  method. 

(d)  A  provision  that  if  the  unit  of 
donor’s  blood  has  not  been  screened  by 
the  antiglobulin  method  and  other  tests 
to  demonstrate  both  agglutinating  and 
coating  antibodies,  the  compatibility  test 
shall  include  testing  the  recipient’s  cells 
with  the  donor’s  serum  (minor  cross¬ 
match)  . 

(e)  A  modified,  safe  procediue  to  ex¬ 
pedite  transfusions  in  life-threatening 
emergencies.  Records  of  all  such  inci¬ 
dents  shall  be  maintained,  including 
complete  documentation  justifying  the 
emergency  action,  which  shall  be  signed 
by  the  physician  requesting  the  modified 
procedure. 

§  606.18  Laboratory  controls. 

Laboratory  control  procedures  shall 
include  the  establishment  of  scientifically 
sound  and  appropriate  specifications, 
standards  and  test  procedures  to  assure 
that  blood  and  blood  components  are 
safe,  pure,  potent  and  effective.  Labora^ 
tory  control  procedures  shall  include: 

(a)  Adequate  provisions  for  monitor¬ 
ing  the  reliability,  accuracy,  precision, 
and  performance  of  laboratory  test  pro¬ 
cedures  and  laboratory  instruments. 

(b)  Adequate  identification  and  han¬ 
dling  of  all  test  samples  so  that  they  are 
accurately  related  to  the  specific  unit 
of  product  being  tested,  or  to  its  donor, 
or  to  the  specific  recipient,  where 
applicable. 

§  606.19  Personnel. 

’The  entire  operation  of  a  facility  at 
which  processing,  storage,  or  distribution 
of  blood  and  blood  components  is  per¬ 
formed  shall  be  imder  the  direction  of  a 
designated,  qualified  person. 
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(a)  The  personnel  respcaisible  for 
processing,  storage  and  distribution  of 
blood  and  blood  connponents,  shall  be 
adequate  in  number  and  background  of 
education,  training,  and  experience,  in¬ 
cluding  professional  training  as  neces¬ 
sary,  or  combination  thereof,  to  assure 
competent  performance  of  their  assigned 
functions,  and  to  insure  that  the  final 
product  has  the  safety,  purity,  potency, 
identity,  and  efficacy  that  it  purports  to 
possess.  All  personnel  shall  have  capabil¬ 
ities  commensurate  with  their  assigned 
functlcms,  a  thorough  understanding  of 
the  procedures  or  (xmtrol  operations  they 
perform,  the  necessary  training  or  ex¬ 
perience,  and  adequate  information  con¬ 
cerning  the  applicaticm  of  pertinent  pro¬ 
visions  of  this  part  to  their  respective 
functions. 

(b)  Persons  whose  presence  can  ad¬ 
versely  affect  the  safety  and  purity  of 
the  products,  shall  be  excluded  frmn 
areas  where  the  processing  of  blood  or 
blood  components  is  in  progress. 

Subpart  C — Labeling 
§  606.30  Labeling. 

Labeling  operations  shall  be  physically 
or  spatially  separated  from  other  opera¬ 
tions  in  such  a  manner  that  will  prevent 
mixups. 

(a)  The  labeling  operation  shall  in¬ 
clude  the  following  labeling  controls: 

(1)  The  holding  of  labels  upon  receipt 
pending  review  and  proofing  against  an 
approved  final  copy,  to  assure  they  are 
accurate  and  conform  to  the  £q}proved 
copy. 

(2)  The  storage  of  different  product 
labels  in  such  a  manner  so  as  to  prevent 
mixups,  and  to  assure  that  stocks  of  ob¬ 
solete  labels  are  destroyed. 

(3)  All  necessary  checks  in  labeling 
procedures  to  prevent  errors  in  translat¬ 
ing  test  results  to  container  labels. 

(b)  All  labeling  shall  be  clear  and  legi¬ 
ble  and  Include  the  following  information 
as  well  as  other  specialized  additional  in¬ 
formation  as  may  be  required  in  Part  640 
of  this  chapter  for  specific  products: 

(1)  The  prc^r  name  of  the  product 
placed  in  a  prominent  position. 

(2)  The  name  and  address  of  the 
manufacturer,  and  if  licensed  the  license 
number. 

(3)  The  donor  or  lot  number  relating 
the  unit  to  the  donor. 

(4)  The  expiration  date,  including  the 
day  and  year  and,  if  it  is  a  factor,  the 
hoiir,  or  in  the  case  of  plasma  for  further 
manufacture,  the  date  of  collection. 


(5)  All  necessary  instructions  or  pre¬ 
cautions  for  use. 

(6)  Recommended  storage  tempera¬ 
ture. 

(7)  Reference  to  an  instructi(m  cir¬ 
cular  containing  dosage  information  in¬ 
structions  for  use,  route  of  administra¬ 
tion,  contraindications,  and  other  direc¬ 
tions.  if  product  is  not  intended  for  fur¬ 
ther  manufacturing. 

(8)  Quantity  of  product  in  container. 

(9)  Quantity  of  source  material,  and 
kind  and  quantity  of  anticoagiilant. 

(10)  Additives  and  cryophylactlc 
agents  added  to  the  product,  which  may 
still  be  present. 

(11)  Results  of  all  tests  performed 
when  necessary  for  safe  and  effective  use. 

(12)  The  statement:  “Caution:  For 
Manufacturing  Use  Only",  where  appli¬ 
cable. 

(13)  The  kind  of  immunizing  antigen 
used  or  the  antibody  present  for  products 
for  further  manufacturing,  when  appli¬ 
cable. 

Subpart  D — Records  and  Reports 
§  606.40  Records. 

(a)  Records  shall  be  maintained  con¬ 
currently  with  the  performance  of.  each 
significant  step  in  the  processing,  storage, 
and  distribution,  of  each  unit  of  blood 
and  blood  ccunponents,  so  that  all  st^ 
can  be  clearly  traced.  All  records  shall 
be  legible,  indelible,  shall  identify  the 
person  performing  the  work,  shall  in¬ 
clude  dates  of  the  various  entries,  shedl 
show  test  results  as  well  as  the  in¬ 
terpretation  of  the  resiilts,  the  expiration 
date  assigned  to  specific  products,  and 
shall  be  as  detailed  as  necessary  to  pro¬ 
vide  a  complete  history  of  the  work  per¬ 
formed. 

(b)  A  donor  number  miist  be  assigned 
to  each  accepted  donor  that  relates  the 
unit  of  blood  c(^ected  to  that  donor,  his 
medical  record,  any  component  or  blood 
product  from  that  donor’s  iinlt  of  blood, 
and  to  all  records  describing  the  history 
and  ultimate  disposition  of  these  prod¬ 
ucts. 

(c)  Records  shall  be  retained  Xor  such 
Interval  beyond  the  expiration  date  as  is 
necessary  for  the  blood  or  blood  com¬ 
ponent,  to  facilitate  the  reporting  of  any 
unfavorable  clinical  reactions.  The  re¬ 
tention  period  shall  be  no  less  than  five 
years  after  the  records  oS.  processing  have 
been  ccmudeted,  or  6  months  aft«r  the 
latest  explratkm  date  for  the  individual 
product,  whichever  is  a  later  date.  When 
a  collection  date  is  used  In  lieu  of  an  ez- 
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piration  date,  l.e..  Source  Plasma  (Hu¬ 
man)  ,  records  of  processing  shall  be  re¬ 
tained  for  6  months  aft»  the  latest  ex¬ 
piration  date  for  the  Axial  product  which 
was  manufactured  from  the  source 
plasma. 

(d)  A  record  of  individuals  deter¬ 
mined  not  suitable  as  donors  shall  be 
available  so  that  subsequent  donations 
will  neither  be  accepted  ZK>r  distributed 
during  the  period  of  ineligibility. 

§  606.41  Distribation  procedures  and 
records. 

Distribution  procedures  shall  Include  a 
system  by  which  the  distribution  of  each 
unit  can  be  readily  determined  to  facil¬ 
itate  its  recall  if  necessary.  Distribution 
records  shall  contain  the  name  and  ad- 
dess  of  the  consignee,  the  date  and  quan¬ 
tity  delivered,  the  lot  number  of  the 
unit(s),  the  date  of  expiration,  or  the 
date  of  collection,  whichever  is  am>li- 
cable,  or  for  crossmatched  blood  and 
blood  components,  the  name  of  the  re¬ 
cipient. 

§  606.45  Adverse  reaction  file. 

Records  shall  be  maintained  of  any  re¬ 
ports  of  complaints  of  adverse  reactions 
regarding  each  xmlt  of  blood  or  blood 
component.  A  thorough  investigation  of 
each  reported  adverse  reacticm  shall  be 
made.  A  written  report  of  the  investlga- 
tlcm,  including  conclusions  and  follow  up, 
shall  be  maintained  as  part  of  the  record 
for  that  lot  or  unit  of  final  product. 
When  a  severe  adverse  reaction  is  con¬ 
firmed.  the  Director,  Bureau  of  Biologies, 
shall  be  notified  inunediately. 

The  CTommlssloner  presses  that  the 
effective  date  of  these  regulations  shall 
be  30  days  after  the  date  of  publication 
of  the  final  order  in  the  Federal  Reg¬ 
ister. 

Interested  persons  may,  on  or  before 
August  26.  1974,  file  with  the  Hearing 
Clerk,  Food  and  Drug  Administration. 
Room  6-86,  5600  Fishers  Lane,  Rockville, 
MD  20852,  written  comments  (preferably 
in  quintupllcate)  regarding  this  propos^. 
Comments  may  be  accompanied  by*  a 
memorandinn  or  brief  in  support  thereof. 
Received  coimnents  may  be  seen  in  the 
above  office  during  regular  business 
hours,  Monday  through  Friday. 

Dated:  May  21. 1974. 

A.  M.  SCHlfXDT, 

Commissioner  of  Food  and  Drugs, 

[FB  Doe.74-iailS  FU«d  6-24-74;8:46  MU] 
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